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Introduction

INTRODUCTION

Welcome to Hepatitis C Guidelines for Local Health Departments. This introduction
describes the purpose and scope of the guidelines and provides an overview of hepatitis
C virus (HCV) infection in the US and Wisconsin.

Purpose and Scope

The purpose of this document is to provide local health departments (LHDs) information
on following-up, preventing and identifying cases of HCV infection. LHD HCV client
follow-up activities include providing:

Health education and risk reduction information on preventing additional liver
damage and spread of HCV to others;

Hepatitis A and hepatitis B vaccine;

Referral for medical evaluation and support;

Screening and testing for HCV infection; and

Surveillance for HCV infection.

The first five sections of this document describe these activities in detail. Section Six
addresses the follow-up of cases of acute HCV infection and the Section Seven offers
general advice about LHD HCYV client follow-up, including contacting clients, prioritizing
cases, follow-up materials and closing client records. The attachments include:

A glossary of terms used in these Guidelines;

Materials from the National and Wisconsin Immunization Programs;

Locating information for Wisconsin community health centers, hepatitis support

groups and methadone detoxification and maintenance programs;

A test requisition form for HCV testing from the Wisconsin State Laboratory of

Hygiene (WSLH);

An example of a memorandum of understanding (MOU) between a LHD and a

community health center for the use of the LHD fee exempt number;

Model procedures for LHD follow-up of HCV infection;

Web sites for information about hepatitis C;

Answers to frequently asked questions; and

An order form for Wisconsin hepatitis C materials.

Hepatitis C in the US and Wisconsin

Morbidity:

Hepatitis C virus (HCV) infection is the most common chronic bloodborne infection in the
U.S. An estimated 3.9 million (1.8%) persons in the U.S. have been infected with HCV,
of whom 90,000 may live in Wisconsin. The number of HCV infections reported to the
Wisconsin HCV Program increased 5-fold from approximately 800 cases in 1997 to over
4,200 cases in 2002. This trend represents an increase in the detection of chronic cases
acquired in the past, not an increase in newly acquired cases. HCV infection is currently
one of the most frequently reported communicable diseases in Wisconsin. In 2000, the
Wisconsin Hepatitis C Program, here after referred to as the Hepatitis C Program, was
developed in the Bureau of Communicable Diseases, Division of Public Health to
prevent transmission of HCV, limit the complications of hepatitis-related liver disease,
and monitor trends in HCV infections.
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From 1999-2001, the average age of persons reported with HCV infection was 44 years,
67% were male, and among the 46% of cases where race was reported, 72% were
White, 25% African American, 2% Native American and <1% Asian and Other.

Risk factors for transmission:

Hepatitis C virus (HCV) is transmitted primarily by percutaneous exposure to blood.
Injection drug use currently accounts for most HCV transmission in the U.S. and has
accounted for a substantial proportion of HCV infections in past decades. Other factors
associated with transmission include receiving a transfusion or organ transplant before
1992, receiving long-term hemodialysis or receiving clotting factor produced before
1987. The average prevalence of HCV infection varies by population and is estimated to
be 79% among current injection drug users, 6% among persons who received a blood
transfusion before 1990, 10% among hemodialysis patients, and 87% among persons
with hemophilia treated with clotting factor concentrate before 1987. HCV is less
efficiently transmitted between sexual partners or from mother to infant. The average
rate of HCV infection among long term spouses of patients with HCV is 1.5%. Fifteen to
20% of patients with acute hepatitis C reported to Centers for Disease Control and
Prevention’s (CDC'’s) sentinel counties surveillance system have a history of sexual
exposure in the absence of other risk factors. The average rate of HCV infection is 5-6%
among infants born to HCV-positive women and 14-17% among infants born to women
coinfected with HCV and HIV (CDC 1998).

Consequences of infection:

Chronic infection develops in 75%-85% of persons who acquire HCV infection. The
course of chronic liver disease is usually insidious, progressing at a slow rate without
symptoms or physical signs in most patients. Over 20-30 years, cirrhosis develops in
10%-20% and primary hepatocellular carcinoma develops in 1%-5% of chronically
infected persons. HCV-associated end-stage liver disease is the most frequent
indication for liver transplantation among adults and the number of deaths in the US
attributable to HCV infection, currently 8,000-10,000, could increase substantially during
the next 10 —20 years as the infected population ages. In 1998, 50 hepatitis C-related
deaths were reported in Wisconsin. Increased alcohol intake, being more than 40 years
of age at the time of infection, or being male are associated with more severe liver
disease. Among persons with alcoholic liver disease and HCV infection, liver disease
progresses more rapidly and is possibly attributed to alcohol-induced enhancement of
viral replication or increased susceptibility of cells to viral injury. HCV infection also
progresses more rapidly to liver damage in persons who are co-infected with HIV. About
one quarter of HIV-infected persons in the U.S. also have HCV infection. Lastly,
persons with chronic liver disease are at increased risk for fulminate hepatitis A (CDC
1998).

Prevention, control and treatment:

Preventing HCV infection and reducing HCV-related disease requires implementation of
primary prevention activities that reduce risks for contracting HCV infection and
secondary prevention activities that reduce risks for liver and other chronic diseases in
HCV-infected persons. Primary prevention activities include screening and testing of
blood, plasma, organ, tissue and semen donors; virus inactivation of plasma-derived
products; risk-reduction counseling and services; and implementation and maintenance
of infection control practices. Secondary prevention activities include identification,
counseling and testing of persons at risk, and medical evaluation and management of
infected persons. Medical evaluation for HCV infection includes an assessment for the
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presence and severity of chronic liver disease, the need for treatment and for hepatitis A
and B vaccinations (CDC 1998).

Treatment is recommended for persons with chronic hepatitis C who are at greatest risk
for progression to cirrhosis, as characterized by persistently elevated alanine
aminotransferase (ALT) levels; detectable HCV RNA; and a liver biopsy indicating either
portal or bridging fibrosis or at least moderate degrees of inflammation and necrosis.
The current treatment of choice, pegylated interferon and ribavirin, results in a sustained
virological response for approximately 50% of patients with genotype 1 and 80% of
patients with genotype 2 or 3 (70% of HCV infections in the U.S. are genotype 1) (Manns
2001). The cost of a 48-week course of treatment with pegylated interferon and ribavirin
ranges from approximately $24,000 to $32,000 (Franciscus 2003). The manufacturers,
Schering and Roche, will supply free drugs to persons who are uninsured and unable to
pay. However, drug assistance programs do not cover costs associated with provider
visits and laboratory tests that are necessary to monitor treatment response and adverse
reactions. Drug assistance programs also do not provide medications to uninsured
persons with modest incomes or to insured persons with high deductibles. It is possible
that continued improvements in antiviral therapy against HCV infection may ultimately
decrease the number of patients needing liver transplantation (Ahmed 2001). According
to one simulation model, antiviral therapy reduces disease burden from HCV infection by
5% (Sagmeister 2002).

Cost:

The costs of HCV infection in direct medical expenditures during 1997 were estimated at
$1.8 billion (Leigh 2001). Similarly, a computer simulation model has projected that,
from 2010 through 2019, the direct medical expenditures for HCV will be $10.7 billion
(Wong 2000). The cost per quality-adjusted life-year gained for combination therapy
with interferon and ribavirin compared to no therapy is $5,490 (Stein 2002). American
society generally accepts treatments as appropriate if they cost less than about $50,000
per quality-adjusted life-year gained (Deyo 2000). No studies have been published on
the cost effectiveness of screening high risk persons for HCV or for treatment of chronic
HCYV infection with pegylated interferon and ribavirin.
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Section 1. Health Education and Risk Reduction

Section 1. Health Education and Risk Reduction

Persons with HCV infection should be educated on the topics below as appropriate to
their personal circumstances.

1-1. Messages for Everyone with HCV Infection

TO PREVENT ADDITIONAL LIVER DAMAGE

Message

Do not drink alcohol. Higher levels of alcohol use promote the
development of progressive liver disease.

Do not start any new medicines, including over-the-counter and herbal
medicines without checking with a health care provider.

Get vaccinated against hepatitis A and hepatitis B.

TO PREVENT SPREAD OF HCV

Message

Do not donate blood, body organs, other tissues or semen.

Do not share toothbrushes, dental appliances, razors, or other personal
care articles that might have blood on them.

Cover cuts and sores on the skin to keep from spreading infectious blood
or secretions.

HCV is not spread by sneezing, hugging, coughing, food or water, sharing
eating utensils or drinking glasses or casual contact. Persons with HCV
infection should not be excluded from work, school, play, child-care or
other settings on the basis of their HCV infection status.

1-2. Messages for Specific Situations

INTRAVENOUS DRUG USE EXPOSURE

Risk

60-90% of IDUs are infected within 5 years of beginning injecting use.

Testing
Recommendation

Test if ever injected illegal drugs, even once or a few times many
years ago.

Message

Stop using and injecting drugs.

* Enter and complete substance abuse treatment.

If continuing to use drugs:

* Never reuse or “share” syringes, needles, water or drug preparation
equipment.
If this is not possible, first flush out the used equipment with water,
then with undiluted household bleach, then with clean water.
Use only sterile syringes obtained from a reliable source (e.g.,
pharmacies, official needle exchange programs).
Use a new sterile syringe to prepare and inject drugs.
If possible, use sterile water to prepare drugs.
Otherwise use clean water from a reliable source (such as fresh tap
water).
Use a new or disinfected container (“cooker”) and a new filter
(“cotton”) to prepare drugs.
Clean the injection site with a new alcohol swab before injection.
Safely dispose of syringes and needles after one use in a hard
container such as a detergent bottle or a biohazard container
available from a needle exchange program.
Take the container to the local safe community needle disposal
program.

OCCUPATIONAL EXPOSURE

Risk

1.8% average incidence of anti-HCV seroconversion after a needle
stick injury
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Testing
Recommendation

Test anti-HCV and ALT baseline after percutaneous (or permucosal)
exposure to HCV-positive blood.

Test anti-HCV and ALT 4-6 months after the exposure.

If earlier diagnosis of HCV infection is desired, test for anti-HCV RNA
at 4-6 weeks.

Message

During the post-exposure follow-up period, do not donate blood,
plasma, organs, tissue or semen. There is no need to modify sexual
practices, or refrain from becoming pregnant or breastfeeding.

If the health care worker becomes infected, antiviral therapy may be
beneficial when started early in the course of HCV infection (Jaeckel
2001).

If chronically infected, follow all recommended infection control
practices, including standard precautions and appropriate use of hand
washing, protective barriers, and care in the use and disposal of
needles and other sharp instruments.

There are no recommendations regarding restricting the professional
activities of health care workers with HCV infection.

PERINATAL EXPOSURE

Risk

Transmission occurs if mother is HCV RNA positive at time of birth.
5-6% (range: 0%-25%) if mother is HIV-negative.
14% (range: 5%-36%) if mother is HIV-positive

Testing
Recommendation

Test infant for anti-HCV no sooner than 12 months of age.
If earlier diagnosis of HCV infection is desired, test for HCV RNA at 1-
2 months of age.

Message

There is no evidence that transmission is related to mode of delivery.
Therefore cesarean delivery to prevent HCV transmission is not
recommended.

Breastfeeding does not appear to transmit HCV. Therefore, HCV
positive mothers can breastfeed unless their nipples are cracked or
bleeding.

Infected infants should be evaluated for the presence of chronic liver
disease.

Refer children with persistently elevated ALT levels for medical
management.

SEXUAL EXPOSURE

Risk

1.5% (range: 0%-4.4%) among long-term partners.
3% among partners of hemophiliacs coinfected with HIV and HCV.
15-20% of cases of acute HCV infection are acquired through sexual
exposure.
Male to female transmission may be more efficient than female to
male.
Factors associated with transmission:

*Greater number of sex partners

*History of prior STDs

*Sex with trauma

*Failure to use a condom

Testing
Recommendation

Test current (within the last six months) sex partners.

Message

Risk of transmission is low but not absent.
Latex condoms can be used to further reduce risk.
Refer infected partners for medical evaluation.
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Section 2. Hepatitis A and Hepatitis B Vaccination

2-1.  Vaccination recommendation

Hepatitis A and hepatitis B vaccines are recommended for persons with HCV infection to
prevent additional liver damage that infection with these other hepatitis viruses may
cause.

2-2.  Client eligibility criteria for public sector vaccine administered by LHDs
LHDs should refer a client with HCV infection who has private or public health insurance
that covers vaccines to a medical provider for vaccination. LHDs may provide hepatitis
A and hepatitis B vaccine to a client who:

Has laboratory evidence of HCV infection; and

Is uninsured or has insurance that will not pay for the cost of hepatitis A and hepatitis

B vaccines.
LHD prevaccination serologic testing for previous hepatitis A or B infections can be done
but is not necessary before administering hepatitis A and/or hepatitis B vaccines to a
client with HCV infection.

2-3.  Vaccine ordering instructions for LHDs
To order hepatitis A and hepatitis B vaccines for clients who meet the criteria listed
above from the Wisconsin Immunization Program:
Use the Wisconsin Vaccine Order form (DPH 42000 — Attachment B).
* To order hepatitis B vaccine, indicate the number of hepatitis B vaccine doses
needed in the Hep B — Adult doses requested box.
* To order hepatitis A vaccine, write-in “Hepatitis A vaccine Adult for Hepatitis C
Client” and the number of doses needed.
Order small amounts of vaccine on a case-by-case basis. Hepatitis A and hepatitis B
vaccines come in single dose vials.

2-4.  Vaccine administration and handling

* Route of administration is intramuscular.
Site of administration is into the deltoid muscle for older children and adults.
Refrigerate at 35° — 46° F (2° — 8° C). Do not freeze.
See the Immunization Program Policies and Procedures Manual for more complete
information on administering and storing hepatitis A and hepatitis B vaccines.

2-5. Informed consent and record keeping

" Provide the client the most current Vaccine Information Statement (VIS) for each
vaccine. VISs provide information about vaccines, including contraindications. VISs
for hepatitis A and hepatitis B vaccines are available from the Immunization Action
Coalition at http://www.immunize.org/vis/index.htm and are included as Attachments
C and D in these guidelines.
Obtain informed consent. Use of the VIS with the Vaccine Administration Record
form (DOH 4702 - Attachment E) signed by the person to receive the vaccine, or the
person authorized to request the vaccine, constitutes informed consent. The Vaccine
Administration Record form can be obtained by calling the Wisconsin Immunization
Program at 608-267-9959.
Give the client a written record of their immunizations. A trifold Wisconsin
Immunization Record (DOH 4257 - Attachment F) is available for this purpose. The
Wisconsin Immunization Record can be obtained by calling the Wisconsin
Immunization Program at 608-267-9959.
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Maintain a permanent record of the name of the vaccine recipient, the date the
vaccine was administered, the type of vaccine manufacturer, lot number and name
and title of the person administering the vaccine. The Vaccine Administration

Record (DOH 4702 - Attachment E) may be used for this purpose.

See the Immunization Program Policies and Procedures Manual for more complete
directions on maintaining records of immunizations.

Enter doses administered into the Wisconsin Immunization Registry (WIR) or another
system that exchanges data with the WIR.
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Section 3. Referral for Medical Evaluation and Support

3-1. Scope of medical evaluation

Clients with HCV infection should be evaluated to assess biochemical evidence of
chronic liver disease, the severity of disease and the possible need for treatment. The
initial evaluation usually includes measurement of aminotransferase levels (ALT), HCV
ribonucleic acid (RNA) by polymerase chain reaction (PCR), and a liver biopsy.

Because of advances in the field of antiviral therapy for chronic HCV infection, standards
of practice may change. The National Digestive Diseases Information Clearinghouse
provides information on many aspects of hepatitis C diagnosis and treatment for patients
and health care providers. A document from the Clearinghouse web site, Chronic
Hepatitis C: Current Disease Management, can be accessed at:
www.niddk.nih.gov/health/digest/pubs/chrnhepc/chrnhepc.htm

3-2. Treatment overview

The treatment currently being offered most clients with HCV infection is a combination of
pegylated interferon and ribavirin. Pegylated interferon is excreted from the body more
slowly than standard interferon, making the efficacy better and requiring only one
injection per week. The sustained response rate to this treatment regimen depends
primarily on the client's HCV genotype. Of clients with genotype 1, approximately 50%
have a sustained response after 48 weeks of therapy; of patients with genotype 2 or 3,
approximately 80% have a sustained response after 24 weeks of therapy. In addition to
genotype, low serum HCV RNA (<1 million copies/mL), absence of cirrhosis, and short
duration of infection are associated with successful treatment. The Food and Drug
Administration (FDA) has approved drugs manufactured by Schering Corporation and
Roche for the treatment of HCV infection.

The cost of a 48-week course of treatment with pegylated interferon and ribavirin ranges
from approximately $24,000 to $32,000 (Franciscus 2003). The decision to begin
treatment for HCV infection should be undertaken carefully. Contraindications to the
medications include severe depression, active substance or alcohol abuse,
unwillingness to practice birth control, autoimmune disease, bone marrow compromise,
marked anemia, renal dysfunction, and coronary artery or cerebrovascular disease.

In registration trials of pegylated interferon and ribavirin, significant side effects resulted
in discontinuation of treatment in approximately 10 — 14% of patients. Major side effects
include influenza-like symptoms, hematologic abnormalities and neuropsychiatric
symptoms. Frequent monitoring of neuropsychiatric side effects, cytopenia and
adherence to HCV therapy is necessary (National Institute of Health 2002).

3-3. Resources for medical evaluation and treatment

" Private health insurance
Persons with health insurance should seek medical evaluation for HCV infection from
their medical provider. Coverage for these services is at the discretion of the insurer.

Medicaid and BadgerCare

Wisconsin Medicaid reimburses medically necessary services related to the
detection, prevention and treatment of HCV infection when provided to persons
enrolled in Wisconsin Medicaid or BadgerCare, and delivered by appropriate
Medicaid-certified providers. Enrollment in Medicaid or BadgerCare is through the
client’s county or tribal human or social services department, W-2 agency or
Medicaid outstation site. For more information about applying for Medicaid, go to
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http://www.dhfs.state.wi.us/medicaidl/recpubs/eligibility/book contents.htm. For
more information applying for BadgerCare, go to
http://www.dhfs.state.wi.us/badgercare/html/application.htm

Community Health Centers and Free Clinics

Alternative sources of care for persons without health insurance are Community
Health Centers, including Federally Qualified Health Centers (FQHCSs), and Free
Clinics. These resources usually provide some initial evaluation, including liver
function tests, and referral to a specialist if indicated. FQHCs provide services to all
patients regardless of insurance status and use a sliding fee schedule based on
income for uninsured patients. See Attachment G for a list of Community Health
Centers and a web site address that posts a directory of free clinics in Wisconsin.

Charitable drug programs

Both Schering and Roche offer drug assistance programs that provide medication at
no cost to patients who have no health insurance and meet financial eligibility
requirements. Schering’s Commitment to Care Program can be reached at 800-521-
7157 or http://www.hep-help.com/about/resources/commit.html. Roche’s patient
assistance program can be reached at 877-734-2797 or
http://www.rocheusa.com/programs/patientassist.asp. A professional reimbursement
consultant searches for sources of reimbursement and, if none are found, assesses
eligibility for the drug assistance program. Both companies also offer a patient
support program and a 24-hour nurse hotline that provides advice on side effects
management and responds to other patient questions regarding therapy.

Veterans Affairs (VA)

For eligible veterans, medical evaluation and treatment for HCV infection is available
from the Wisconsin VA medical centers listed below. For additional information on
the National Hepatitis C Program for Veterans, see
http://www.va.gov/hepatitisc/index.htm

William S. Middleton Memorial VA Medical Center
2500 Overlook Terrace

Madison, WI 53705

(608) 256-1901

Clement J. Zablocki Veterans Affairs Medical Center
5000 West National Avenue

Milwaukee, WI 53295-1000

(414) 384-2000

Tomah VA Medical Center
500 E. Veterans Street
Tomah, WI 54660

(608) 372-3971

Wisconsin AIDS/HIV Drug Assistance Program (ADAP)

Medications for the treatment of HCV infection have been added to the Wisconsin
ADAP Formulary. Clients with HIV-HCV co-infection who are eligible for the ADAP
Program may receive hepatitis C medications through the ADAP Program. For
additional information, contact the Wisconsin AIDS/HIV Program at 608-267-6875 or
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800-991-5532, or go to http://www.dhfs.state.wi.us/aids-
hiv/IResources/Overviews/AIDS HIV drug reim.htm.

4-3. Support groups

Support groups provide a safe environment for clients to network, express feelings, find
out about treatment options and get advice on coping with the disease and managing
treatment side effects. Support groups often develop around major treatment centers
and are co-lead by a professional, who understands hepatitis, group process and is a
neutral source of information, and a patient with an outgoing personality who can be a
point of contact for people between meetings. See Attachment H for information on

hepatitis support groups in Wisconsin, including where and when they meet and whom
to contact for more information.
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Section 4: Screening and Testing for HCV Infection

Section 4. Screening and Testing for HCV Infection

4 1. HCV testing recommendations
Persons who should be tested routinely for HCV infection based on their risk of
infection are those who:

Were notified that they received blood from a donor who later tested positive for
hepatitis C.

Have ever injected illegal drugs, even once or a few times many years ago.
Are a sex partner of an injection drug user.

Have exchanged sex for drugs or money.

Received a blood transfusion or solid organ transplant before July 1992.
Received a blood product produced before 1987 for clotting problems.
Have ever been on long-term kidney dialysis.

Have evidence of liver disease [e.g., persistently abnormal alanine
aminotransferase (ALT) levels].

Have HIV.

Persons who should be tested routinely for HCV infection based on recognized
exposure:

Healthcare workers after percutaneous exposure to HCV-positive blood.

= Test after exposure to HCV-positive source:

= Baseline testing for hepatitis C antibody (anti-HCV) and ALT activity.

= Follow-up testing for anti-HCV (e.g., at 4-6 months) and ALT activity.

= |f earlier diagnosis of HCV infection is desired, test for HCV RNA (RT-PCR)
4-6 weeks after exposure.

= Confirm positive anti-HCV test results by supplemental testing, unless the
signal-to-cut-off (s/co) ratio of the EIA is reported as high, making
confirmatory testing unnecessary.

Children born to HCV-positive women

= Test infant for anti-HCV no sooner than 12 months of age.

= If earlier diagnosis of HCV infection is desired, test for HCV RNA (RT-PCR)
at 1-2 months of age.

= Do not test umbilical cord blood to diagnose perinatal HCV infection because
it can be contaminated with maternal blood.

= Test older children for anti-HCV if they were born after the mother became
infected.

Current sex partners of HCV-positive persons (within the past 6 months).

Hepatitis C Guidelines for Local Health Departments 13
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4-2. Tests for HCV infection

TEST TEST DETECTION AND
ACRONYM COMMENTS

TYPE REPORTING

Hepatitis C Enzyme EIA Hepatitis C Virus Indicates past or present HCV

Antibody Immuno- antibody (anti- infection.

(anti-HCV) assay HCV) Does not differentiate between
Reported as acute, chronic or resolved
reactive, non- infection.
reacti\_/e or positive, Should be confirmed by further
negative laboratory testing.

Positive with high Probable past or present HCV

signal-to-cut-off infection. Supplemental assay not

ratio necessary to confirm HCV
infection. Use HCV RNA test to
detect active HCV infection.

Anti-HCV Recombinant | RIBA Hepatitis C Virus Supplemental assay.

Immunoblot antibody (anti- Confirms past or present HCV
Assay HCV) infection.

Repc_)rted as Does not differentiate between

positive, negative acute, chronic or resolved

or detected, not infection.

detected, or

indeterminate.

Detected bands

may be listed, e.g.,

c22, NS5.

Hepatitis C Qualitative PCR Detects presence Indicates current infection

virus Polymerase of circulating HCV (viremia).

ribonucleic chain RNA. Detection might be intermittent. A

acid (HCV reaction Reported as single negative PCR is not

RNA) positive, negative. conclusive.

HCV RNA Quantitative | PCR Quant, Determines Less sensitive than the qualitative

Polymerase | Branched concentration of RT PCR.
chain chain DNA HCV RNA. Should not be used to exclude
reaction (bDNA Reported as diagnosis of HCV infection or to
assays) number of U or determine treatment endpoint.
copies/mL. Used to assess response to
A low viral load is antiviral therapy during the course
less than 1,000,000 of therapy.
copies/mL.

HCV RNA Genotype Genotype Groups isolates of Used to assess likelihood of
HCV based on response to antiviral therapy.
genetic differences Genotype 1, subtypes 1a and 1b
into 6 genotypes, most common in the US and least
e.g., 1,2, and >90 likely to respond to therapy.
subtypes (e.g., a,

b).

4 3. Client selection criteria for fee-exempt anti-HCV testing by LHDs
LHDs may collect and submit a specimen for anti-HCV testing by enzyme
immunoassay (EIA) to the Wisconsin State Laboratory of Hygiene (WSLH), if the

client;

* Has one or more risk factor(s) for HCV infection; and

* Is uninsured or has insurance that will not pay for the cost of the HCV test.

~ LHDs should refer a client with one or more risk factor(s) for HCV infection whose
health insurance will cover the cost of HCV testing to a private provider for anti-HCV

testing and follow-up.

14
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Section 4: Screening and Testing for HCV Infection

4-4. Confirmatory testing

4-5.

4-6.

Positive anti-HCV EIA test results should be confirmed by further laboratory
testing, usually a RIBA or a PCR test, unless the s/co ratio of the EIA is reported
as high. Samples with high s/co ratios almost always (>95%) indicate past or
present HCV infection and can be considered confirmed without supplemental
testing, e.g., by RIBA. However, samples with high s/co ratios should still be
followed-up with HCV RNA test, e.g., a qualitative PCR, to determine the presence
of active HCV infection. LHDs may submit a specimen for PCR testing to the
WSLH if the person’s anti-HCV EIA test result is positive. If the PCR test result is
negative, LHDs may submit a specimen for a second PCR test 6 months later.
The cost of LHD EIA and PCR testing will be charged to the Department of Health
and Family Services-WSLH Basic Agreement as fee-exempt testing so long as
there are funds available for this purpose.

Alternatives to direct provision of HCV testing

LHDs that do not directly provide venipuncture services should develop an
arrangement with a local provider, e.g., a local clinic, community health center,
free clinic, or AIDS service organization (ASO) whereby such services can be
provided to eligible LHD clients. Specimens collected by another facility may be
submitted to the WSLH under the LHD’s fee-exempt number and tested at no
charge to the client. See Attachment | for an example of a MOU between a LHD
and a community health center.

Partnerships with local substance abuse service providers

To maximize HCV case-finding, LHDs should work with local substance abuse
services that treat IDUs to develop anti-HCV testing services for their clients. For
example, a LHD could provide anti-HCV screening services for clients of a
methadone maintenance program or a drug recovery program. A list of the
methadone detoxification and maintenance programs in Wisconsin is provided in
Attachment J. For additional information on local drug treatment programs, see
the Wisconsin Substance Abuse Services Directory, published by the Wisconsin
Division of Disability and Elder Services Bureau of Substance Abuse Services, and
available from the Wisconsin Clearing house for Prevention Services, 1552
University Ave., Madison, WI 53705, 608-263-3300, or 800-248-9244, or contact
hlthserv@www.uhs.wisc.edu )
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4-7. Instructions for submitting serology specimens to the Wisconsin State

16

Laboratory of Hygiene for Hepatitis C Testing

For anti-HCV EIA — Use Kit #22B

Collect whole blood specimen in a serum separator tube (SST).

Label the specimen with the patient’s name and date of collection.

Allow blood to clot for 20 minutes and centrifuge the SST tube at 600-1200 rpm for
20 minutes, if possible.

Wrap specimen with absorbent material, e.g., several layers of paper towels to
cushion and avoid freezing a whole blood specimen.

Place wrapped specimen in biohazard bag and zip close.

Complete the WSHL CDD Requisition Form (B)(Attachment K) and request test #49
“Hepatitis C Serodiagnosis”.

Place the requisition form in the pocket of the biohazard bag.

Place specimen in mailer (maximum of 5 specimens).

Place a frozen coolant pack in the shipping container

Tape the mailer closed.

Attach Wisconsin State Laboratory of Hygiene (WSLH) address to mailer.

Return by mail.

For HCV PCR — Use Kit #22H
Note: Specimens must be shipped cold (2-8° C) using coolant packs provided; store
coolant packs in freezer prior to shipping.

. Collect whole blood specimen in a SST.
. Within six hours of collection, centrifuge the SST at 600-1200 rpm for 20
minutes.

* Label the specimen with the patient’s name and date of collection.

* Store specimen at 2-8°C (36-46°F) until shipping.

* Wrap specimen with absorbent material.

* Place wrapped specimen in biohazard bag and zip closed.

* Complete the WSHL CDD Requisition Form (B) (Attachment K) and request test
#48 “Hepatitis C Virus PCR.”

Place the requisition form in the pocket of the biohazard bag.

Place a frozen coolant pack in the shipping container.

Tape mailer closed.

Attach Wisconsin State Laboratory of Hygiene (WSLH) address to mailer.
Return mailer by mail or express courier.

PCR specimens must be received at the WSLH within 72 hours of collection.
Shipment early in the week is encouraged. If a courier is used, payment for the
service is the responsibility of the LHD.
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Section 5. Surveillance for HCV infection

5-1. Wisconsin Hepatitis C Surveillance System

Wisconsin Administrative Rule HFS 145 designates HCV infection as a category |l
reportable communicable disease that must be reported to the LHD within 72 hours of
identification of a case or suspected case. LHDs complete case follow-up and forward
case information to the Hepatitis C Program, Bureau of Communicable Diseases, PO
Box 2659, Madison, WI 53701-2659 for review, data entry and data analysis.

The Wisconsin hepatitis C surveillance system includes a feature that notifies LHDs of
laboratory reports of HCV infection that were reported directly to the Hepatitis C
Program. Information on laboratory reports that include a patient address is forwarded
directly to the LHD. Unavoidably, this may result in the LHD receiving multiple reports
on the same case. If the laboratory report does not contain a patient address, a letter is
sent to the health care provider or the laboratory requesting the address and other
patient information. Information received through these inquiries is forwarded to the
LHD on a Hepatitis C Case Report.

5-2. Case Definitions and Reporting Requirements

Confirmed HCV infection
* Case definition — A person with a positive enzyme immunoassay (EIA) test result
that has a high s/co ratio, a positive recombinant immunoblot assay (RIBA) test
result, a positive polymerase chain reaction (PCR) test result, a detectable viral
load or an identified genotype.
* Reporting requirement
» Reportable.
* Form to submit
= Acute and Communicable Disease Case report (4151) (Attachment L)
= |f the report was received from the Wisconsin Hepatitis C Surveillance
System on a Hepatitis C Case Report, complete the disposition box and
return the Case Report to the Hepatitis C Program.

Probable HCV infection
* Case definition — A person with a positive EIA test result with an unknown or low
s/co ratio and no other test result reported. Positive anti-HCV EIA test results
should be confirmed by further laboratory testing (e.g., by a RIBA or a PCR).
* Reporting requirement
= [f the person with the positive EIA test result will definitely receive follow-up
HCV testing, report the result of the follow-up test.
= Ifitis uncertain that the person with the positive EIA test result will receive
follow-up HCV testing, report the EIA test result alone.
* Form to submit
= Acute and Communicable Disease Case report (4151) (Attachment L).
= [f the report was received from the Hepatitis C Program on a Hepatitis C
Case Report, complete the disposition box and return the Case Report to the
Hepatitis C Program.

Acute HCV infection
e Case definition — Clinical Criteria
An acute illness with
» Disease onset of symptoms AND
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= Jaundice or elevated serum aminotransferase levels
* Case definition — Laboratory Criteria
Serurm aminostransferase levels > 7 times the upper limit of normal, AND
IgM anti-HAV negative, AND
IgM anti HBc negative (if done) or HBsAg negative, AND
Anti-HCV positive with a high s/co ratio, OR
RIBA positive, OR
HCV RNA positive.
* Reporting requirement
= Reportable.
* Forms to submit
= Acute and Communicable Disease Case report (4151) (Attachment L) and
= CDC Viral Hepatitis Case Report (AttachmentM). This is a revised multi-
page version of the CDC Viral Hepatitis Care Record (53.1) that includes a
demographic and clinical page that should be completed on anyone with
acute viral hepatitis and separate disease-specific pages for collection of risk
information. The CDC Viral Hepatitis Case Report (Attachment M) is
available at
http://mww.cdc.gov/ncidod/diseases/hepatitis/resource/PDFs/vhsp02.pdf and
can be downloaded, completed and submitted.

* Note: Documented seroconversions should be followed-up as cases of acute
HCV infection. A documented seroconversion is defined as a conversion in
HCV serostatus, within < 6 months, from anti-HCV negative to:
= Anti-HCV positive with a s/co ratio reported as high, OR
» RIBA positive, OR
= HCV RNA positive.
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5.3 Algorithm for reporting HCV test results to the Wisconsin Hepatitis C Program

EIA

Stop
Do Not

Report

s/co

No additional
tests

Report

Low/Unknown

RIBA

Key:
EIA — Enzyme immunoassay

RIBA — Recombinant immunoblot assay

PCR — Polymerase chain reaction
s/co — Signal to cut off

Ind — Indeterminate
Neg — Negative
Pos - Positive

PCR

Stop
Do Not

Report
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Section 6. Acute Hepatitis C Case Follow-up

6.1 Background

Acute HCV infection is very difficult to detect and is rarely recognized as a clinical
phenomenon. Between 60-70% of persons with HCV infection are asymptomatic.
Additionally, current laboratory tests do not distinguish between current or past HCV
infection, nearly 10% of acute HCV cases will be anti-HCV negative because they have
not yet seroconverted, and a negative HCV RNA test result does not exclude the
possibility of HCV infection (CDC 2003). Persons who do have symptoms usually
present with jaundice, anorexia, malaise, and abdominal pain 6-7 weeks (range: 2 to 12
weeks) after exposure. Among some patients, symptoms can precede anti-HCV
seroconversion and a follow-up antibody test may be needed to make the diagnosis.
Detection of recent HCV infection is also rare and most likely to occur among persons
who are repeatedly tested for HCV infection, such as donors of blood products or health
care workers who have been significantly exposed to a HCV-positive source.

6.2 Why follow-up of acute HCV infection is important

Priority for follow-up should be given to patients who may have an acute or recent HCV

infection for several reasons:

*Atrisk contacts can be identified and referred for counseling and testing.
Recently infected persons are more likely to respond to treatment. Persons with
acute disease can be monitored for spontaneous viral clearance and, if this does not
occur, they can be evaluated for possible treatment.
Data on acute HCV infection can be used to identify outbreaks, monitor trends in
HCV incidence, and determine risk factors for infection (CDC, 2002).

6.3 Possible indicators of acute HCV infection
If one or more of the following factors are present, in the absence of information
indicating that the case is chronic or resolved, suspect that the case is acute or recently
acquired:
~  Age less than or equal to 25 years of age,
Current or recent (within the last 6 months before symptom onset) injection drug use,
Recent blood exposure to someone with HCV infection,
Recent (within the last 6 months before symptom onset) hemodialysis patient,
Tested and diagnosed with HCV infection in an emergency room or an urgent care
facility,
Presented to health care provider with symptoms compatible with acute hepatitis,
Significantly elevated liver enzymes (> 350), or
Disqualified repeat blood product donor (suggests recent anti-HCV seroconversion),
or
No other risk factors and >60 years of age.

6.4 Elements of acute HCV Case Investigation
Case investigations conducted of suspected acute and recent cases of HCV infection
should include the following (CDC, 2002):

Determination of clinical features (if any)

* Determine the date of illness onset, whether jaundice or other symptoms
consistent with acute viral hepatitis were present and the results of testing for
aminotransferase (ALT) levels.

* If possible, evaluate previous medical history for evidence of past infection to
assess likelihood that current symptoms are due to a newly acquired infection.

Determination of diagnostic test results
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* Serologic confirmation of acute hepatitis C requires negative test results for IgM
anti-HAV and IgM anti-HBc and a positive test result for anti-HCV by EIA verified
by a positive test result from an additional more specific assay (e.g., RIBAfor
anti-HCV or RT-PCR for HCV RNA) or by an EIA s/co ratio of > 3.8.

Assessment of risk factors

* All confirmed cases of acute HCV infection should be interviewed to identify risk
factors(s) for infection during the 2 weeks to 6 months prior to iliness onset. See
risk factors listed on the Viral Hepatitis Case Report (Attachment M). If the
person has no risk factors for HCV infection, determine whether s/he received
any therapeutic injections in the prior 2 weeks to 6 months.

Counseling, additional testing and medical referral (if nece